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ABSTRACT 
Congenital circumferential skin creases are extremely rare and children born with this feature 
are referred to as ‘Michelin tyre babies’ based on the similarity with the mascot of the French 
tyre manufacturer. Some of these children have additional abnormalities including typical 
facial dysmorphism, cleft palate, short stature and intellectual disability. For this syndrome, 
our group proposed the term ‘Circumferential skin creases Kunze type’ (Wouters et al., 
2011). So far, less than 10 cases have been described in the literature and all occurrences 
are sporadic. In an international collaboration we collected DNA samples from 8 patients with 
Circumferential skin creases Kunze type. 
 
Exome sequencing was performed on the HiSeq2000 platform for two case-­‐parent trios 
as well as two additional patients with this syndrome. Data analysis revealed the presence of 
pathogenic mutations in either one of two interacting genes, providing evidence for genetic 
heterogeneity. Three additional patients with the same phenotype have also been found to 
carry a mutation in one of these genes. While some patients carry a heterozygous de novo 
mutation, others present with homozygous mutations. Accurate genotype-­‐phenotype 
correlations are being investigated. In addition, we are performing functional analyses at the 
protein level to elucidate the pathogenic mechanism of the mutations. 
